domain), the chemo-differentiated incorporation of the two units of acid chloride introduces a convenient degree of diversity in the final structure (diversity domain). We envisioned that tertiary skipped diynes such as 4 could be synthesized in a modular manner through these multicomponent processes if an acid chloride could be used instead of the aldehyde. The idea is outlined in Scheme 2. In this new scenario, the addition of the first equivalent of the acetylide II onto the acid chloride would afford the -alkynyl ketone intermediate 3. This would be followed by the addition of a second equivalent of the acetylide to afford the tertiary alkoxide IV. Finally, the alkoxide would react with the acid chloride, the hardest electrophile present in the medium, to give the expected acylated 1,4-diyne 4. Two chemical limitations must be overcome for the practical development of this system: (a) the limited nucleophicity of the ammonium acetylides II, 10 and (b) the release of free triethylamine (catalyst) from salt III. Fortunately, the former could be overcome by the intrinsic high electrophicity of the acid chloride and the intermediate -alkynyl ketone 3. 4, 6 The latter did not have a simple chemical solution and it forced us to use stoichiometric amounts of triethylamine and excess of alkynoate to compensate for the unproductive formation of salt III. SCHEME 2. Triethylamine triggered chemo-differentiating A 2 BB' 4CR synthetic manifold involving terminal alkynoates and acid chlorides. 
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The synthetic manifold was implemented using the reaction of benzoyl chloride with methyl propiolate in the presence of triethylamine. After some experimentation it was found that the reaction of an excess of methyl propiolate (2.2 equiv) with benzoyl chloride (1 equiv) and triethylamine (1 equiv) afforded skipped diyne 4aa in 74% yield (Table 1 , entry 1). Other nucleophiles such as DABCO or tri-nbutylphosphine were not efficient triggers for these 4CRs. Once an experimental protocol was established, it was applied to the set of acid chlorides shown in Table 1 . In general, aromatic acid chlorides uniformly reacted with methyl or ethyl propiolate to afford the 1,4-diynes 4aa-ag, 4ba and 4bb in moderate to good yields (Table 1 ,entries 1-9). Even the highly deactivated 4-methoxybenzoyl chloride (2h) could be transformed into the corresponding diyne 4ah in a modest 34% yield (entry 10). The well-known base-catalyzed formation of highly reactive ketenes from aliphatic acid chlorides is a serious and competitive side reaction in these manifolds. Therefore, and as it could be predicted, acid chlorides bearing linear alkyl chains cannot be used due to the increased acidity of their -hydrogens (entry 15). On the other hand, aliphatic acid chlorides bearing no -hydrogens (entry 14) or aliphatic acid chlorides whose -hydrogens are less acidic (entries 11-13) afforded the expected products although in lower yields (28-56%).
Overall, the whole process consumes two equivalents of alkyl propiolate and one equivalent of triethylamine to generate one equivalent of acetylide II. Excess of base and alkynoate are accumulated in the form of the salt III, which can be easily removed and recovered by simple filtration of the reaction mixture, or productively used in a subsequent complexity-generating reaction (Scheme 2).
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The chemical efficiency of this metal-free manifold is highlighted when it is compared with its organometallic homologue (Scheme 3). In our hands, the reaction of one equivalent of benzoyl chloride with two equivalents of lithium acetylide 5 afforded the corresponding 1,4-diyne 7 in a modest 41%. On the other hand, the stoichiometric reaction gave a 2:1 mixture of skipped diyne 4aa and propargylic ketone 8 in a low combined yield of 34%. SCHEME 3. Organometallic synthetic manifold 
